A chronic stress paradigm comprising exposure to predation, tail suspension and restraint induces a depressive syndrome in C57BL/6J mice that occurs in some, but not all, animals. Here, we sought to extend our behavioural studies to investigate how susceptibility (sucrose preference < 65%) or resilience (sucrose preference > 65%) to stress-induced anhedonia affects the 5HT system and the expression of inflammation-related genes. All chronically stressed animals, displayed increased level of anxiety, but susceptible mice exhibited an increased propensity to float in the forced swim test and demonstrate hyperactivity under stressful lighting conditions. These changes were not present in resilient or acutely stressed animals. Compared to resilient animals, susceptible mice showed elevated expression of tumour necrosis factor alpha (TNF) and the 5-HT transporter (SERT) in the pre-frontal area. Enhanced expression of 5HT 2A and COX-1 in the pre-frontal area was observed in all stressed animals. In turn, indoleamine-2, 3-dioxygenase (IDO) was significantly unregulated in the raphe of susceptible animals. At the cellular level, increased numbers of Iba-1-positive microglial cells were also present in the prefrontal area of susceptible animals compared to resilient animals. Consequently, the susceptible animals display a unique molecular profile when compared to resilient, but anxious, animals. Unexpectedly, this altered profile provides a rationale for exploring anti-inflammatory, and possibly, TNF-targeted therapy for major depression.
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Introduction
Major depression, a common and recurrent disorder, is associated with considerable morbidity and increased mortality. Indeed, major depression has been projected to become the second leading cause of disability worldwide by 2020. In the human population, it is clear that some individuals are more susceptible to depression than others and this can be explained only in part by genetic factors. However, the neurochemical and cellular changes that accompany such altered susceptibility remain unclear, and any studies seeking to examine alterations in the biochemical profile within the brains of such individuals are difficult to achieve. A recent approach has been to isolate the signs of major depression, highlighted in DSM-IV (APA, 2000; Hamilton, 1967) , and study them individually in animal models. Hedonic deficit, the inability to experience pleasure from activities normally thought to be enjoyable, is a key criterion of major depressive syndrome. In rodent models, this can be tested using a preference for sweetened drinking water. Repeated application of mild stressors, such as exposure to predation, restraint, soiled cages, and others over an extended period of time has been shown to reduce this preference (Katz et al., 1981; Strekalova et al., 2004; Willner et al., 1996) . While this model shows both face validity and predictive validity in terms of depression, there is remarkable inter-individual variation, even in inbred animals, in vulnerability to develop the characteristics of anhedonia. The approach (Piazza et al., 1991) used in the past to deal with such variation has been to generate a subgroup of individuals as an internal control, which are negative for the induction of a depressive phenotype. There remains a need to characterise the molecular changes which underpin the variation in anhedonia observed in such genetically similar animals.
